T he colorectal cancer oral session of the ASCO 2016 meeting had two themes: immunotherapy and tumor "sidedness". PD-1 inhibitors were active in patients with anal cancer, with tumors exhibiting microsatellite instability combined with an antibody targeting CTLA-4, and with a Mek inhibitor in microsatellite stable tumors. Three abstracts noted an overall survival advantage for left over right sided colorectal tumors and cetuximab combined with chemotherapy appeared to benefit patients with left but not right sided tumors.
1 In this study, 37 patients received treatment and 24% had a response while 46% manifested stable disease with a median overall progression free survival (PFS) of 4 months. This is a rare tumor which, when recurrent, has limited chemotherapy options and these tumors are commonly associated with human papilloma virus (HPV) infection. PD-1 inhibitors are active in head and neck cancer which is also HPV associated suggesting broad potential for this approach in virally mediated cancers. 2 The findings suggest the possibility that there will soon be expanded FDA approved options for patients afflicted with this disease.
Dr. Michael Overman presented the interim results of a BMS sponsored Phase II study, known as CheckMate 142, using nivolumab (a PD-1 inhibitor) with (in 30 patients) or without (in 70 patients) ipilimumab (an anti-CTLA-4 antibody), with either microsatellite instability high (MSI-H) or MSI stable (MSS) metastatic colorectal (mCRC) tumors. 3 The MSS cohorts had only preliminary results and are not discussed further. The objective response rates (ORR) on nivolumab monotherapy in patients with MSI-H tumors was 25.5% and the stable disease rate was 29.8% with a PFS of 5.3 months. In the combination therapy arm the partial response rate in the patients with MSI-H tumors was 33.3% and 51.9% had stable disease. The median PFS had not yet been reached. Toxicity was tolerable but more severe in the combination therapy cohort as expected. This study confirms the activity of PD-1 inhibition in MSI-H patients and provides preliminary data on the potential for augmented activity with combination immunotherapy. Large studies are needed to better delineate that finding. analyses beyond those pre-specified in the primary protocol is leading to advances in the everyday management of patients in our clinics. q
